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Declaration under 37 C.F.R. §1.132 

Sir: 

I, Dr. Holger Karsunky, do hereby declare as follows: 



I am scientist at Cellerant Therapeutics, Inc., a licensee of the present paten application. 
I have worked in the field of hematopoietic stem and progenitor cells for 1 1 years. A copy of my 
CV is attached. I have read and understood the Office Action of April 26, 2007, and the 
references cited therein, particularly with respect to the rejection of claims 1 , 4, 7 and 8 as being 
unpatentable over Clay et a/. (2001) Blood 97:1982. 

The present claims are directed to a substantially pure composition of monopotent 
mammalian megakaryocyte progenitor cells, wherein at least 80% of the cells in said 
composition express CD41, CD9 and CD34 and do not express CD2; CD3; CD4; CD7; CD8; 
CD10; CD11b; CD14; CD19; CD20; CD56; and glycophorin A (GPA), and wherein the cells in 
said composition that express CD41 , CD9 and CD34 and do not express CD2; CD3; CD4; CD7; 
CD8; CD10; CD11b; CD14; CD19; CD20; CD56; and glycophorin A (GPA) give rise exclusively 
to megakaryocytes and platelets. That a cell population with these characteristics would 
possess substantial progenitor potential and give rise exclusively to megakaryocytes and 
platelets would not have been expected based on the teachings of the prior art. 

The paper by Clay ef a/, describes a population of CD34 + CD9 + CD4r bone marrow cells 
and provides data showing that this population has megakaryocyte progenitor potential but in 
addition posses' myeloid and erythroid potential, (see Clay et al., page 1985, column 1, last 
paragraph). 



in the same paper the authors also investigate the potential of CD34*CD9*CD41 + cells 
and state that in contrast to the CD41" fraction, CD41 + cells "only gave rise to a small number of 
differentiated megakaryocyte clusters". No plating efficiency or number of colonies is given 
suggesting that the authors did not see any. The authors use of the word 'cluster' (instead of 
'colonies' or 'CFU' as was stated for the readout from CD41" cells) is indicative that these group 
of cells were just stuck or attached together and were probably immediate precursors that 
differentiated into mature megakaryocytes without any proliferation. A true progenitor should 
have the capability to proliferate to a certain degree and form a colony of daughter cells from a 
single cell, which is the definition of a colony forming unit, CFU. 

In stark contrast, NaNakorn et al. reports the generation of colonies from his CD41* 
megakaryocyte progenitor (MKP) at a high plating efficiency of up to 65% depending on the 
cytokine cocktail used (see Table 1& 2 as well as Figure 2C). These data unequivocally show 
that the CD41 + fraction contains potent megakaryocyte progenitors at a high frequency that are 
able to proliferate and form a colony at the single cell level. The fact that only 3x1 0 4 MKP cells 
produced substantial numbers of platelets in vivo, which is only possible if MKPs undergo 
substantial proliferation, further supports this finding. 

In summary, the function attributed to the CD34 + CD9 + CD41 + population by the two 
publications is clearly different and Clay ef al failed to identify the CD41* population as a potent 
megakaryocyte progenitor. 

I hereby declare that all statements made herein of my own knowledge are true; and 
further that these statements were made with the knowledge that willful false statements and 
the like so made are punishable by fine or imprisonment, or both, under section 1001 of Title 18 
of the United States Code and that such willful false statements may jeopardize the validity of 
the application or any patent issued thereon. 



Respectfully submitted, 



Date: ?/W*7 




Holger Karsunky, Ph.D. 
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Principal Investigator/Program Director (Last, First, Middle): Bieker, James J. 
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A. Professional Experience and Honors 

2007 - current Senior Staff Scientist, Cellerant Therapeutics, San Carlos, CA 
2005 - 2006 Research Staff Scientist, Cellerant Therapeutics, San Carlos, CA 

2001-2005 Post-doctoral fellow, Stanford University School of Medicine, Department of Pathology (PI, Dr. 

Irving L. Weissman) 

2000-2001 Post-doctoral fellow, University of Essen School of Medicine, Institute for Cell Biology and 
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1 996-2000 Graduate student, University of Essen School of Medicine, Institute for Cell Biology and 
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2001 - Postdoctoral Fellowship of the Ernst Schering Research Foundation 
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1996 - Doctoral Fellowship of the German Research Foundation (DFG) 
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